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FINAL ACTION 
Status of the Claims 

1. This action is in response to papers filed 15 December in which claims 1-2 were amended, no 
claims were canceled, and new claims 20-21 were added. All of the amendments have been thoroughly 
reviewed and entered. 

The objection to the Petition for color drawing listed in the previous Office Action is maintained 
because Applicant has not amended the specification so that the paragraph in the Specification regarding 
color drawings is the first paragraph of the brief description of the drawings. 

The previous rejections under 35 U.S.C 112, second paragraph, not reiterated below are 
withdrawn in view of the amendments. 

The previous rejections under 35 U.S.C. 103(a) not reiterated below are withdrawn in view of the 
amendments. Applicant's arguments have been thoroughly reviewed and are addressed following the 
rejections necessitated by the amendments. 

Claims 1-15 and 20-21 are under prosecution. 

Claim Rejections - 35 USC § 112 

2. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

3. Claims 2-6 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the invention. 
Claims 2-6 and are indefinite in claims 2-5, which recite the limitations "BTS" and "MMM" in lines 2-3 of 
claim 2, line 1 of claim 3, lines 1-2 of claim 4, and lines 4, and lines 1-2 of 5, because they are acronyms, the 
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meanings of which may change over time. It is suggested that each of the claims be amended to recite 
each of the polymers in each instance by their respective full names. 

Claim Rejections - 35 USC §103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

5. This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was commonly 
owned at the time any inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor and invention dates of 
each claim that was not commonly owned at the time a later invention was made in order for the 
examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art 
under 35 U.S.C. 103(a). 

6. Claims 1, 10-15, and 20-21 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Sambrook et al (Molecular Cloning, A Laboratory Manual, 2 nd ed., Cold Spring Harbor Laboratory Press, 
NY, pp. 7.12-7.15 and pp. 7.23-7.29 (1989)) in view of Wang et al (U.S. Patent No 5,219,727, issued 15 June 
1993). 

Regarding claims 1, 10-15, 20-21, Sambrook et al teach a method of preparing an RNA sample 
substantially free of contaminants. In a single exemplary embodiment, Sambrook et al teach preparation 
of an RNA sample (pages 7.23), followed by addition of the organic solvent ethanol (i.e., claim 14) to the 
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RNA sample (page 7.25, step 19). Sambrook et al further teach the RNA preparation is subjected to 
removal of DNA by the enzyme DNAse I (i.e., claim 20), which is added to the RNA sample preparation 
("note" on page 7.25, and page 7.14, steps 10-17). Sambrook et al further teach addition of a wash buffer 
(i.e., solution) comprising the chaotropic agent guanidine hydrochloride (i.e., claim 21; page 7.24, step 6). 
Sambrook et al further teach contacting an RNA isolation membrane column with said RNA-containing 
precipitate; namely, performing chromatography on the RNA (page 7.15, paragraph ii). The 
chromatography is performed in a column comprising a membrane; namely, a Dispocolumn comprising 
a oligo(dT) cellulose and a glass wool plug (page 7.26, step 2). The glass wool of Sambrook et al is 
interpreted as a membrane because a "wool" comprises a multi-fiber interwoven structure (i.e., a 
membrane) having spaces between individual fibers (i.e., pores). Because the column has oligo(dT) 
cellulose, the column is an RNA isolation column because polyadenlyated (i.e., polyA+) RNAs are 
isolated by the column (i.e., claim 15). The RNA is then eluted from the membrane column (page 7.29). 

Claims 10-13 are drawn to RNA that is from about 55-65, 65-75, 75-85, and 85 to >95% pure. The 
claims do not define what the RNA is purified from so as to define the purity. Because Sambrook et al 
teach the RNA is separated and purified (page 7.15, paragraph ii), the RNA of Sambrook et al is 
encompassed by the broadly claimed purity of instant claims 10-13. 

It is noted that the claim appears to be drawn to a method wherein both the addition of the 
DNAse enzymes and the addition of the chaotropic salt occur while the RNA sample is still on the 
column. While Sambrook et al does not explicitly teach the DNAse and the chaotropic salt are added to 
the RNA on the column, the courts have held that selection of any order of performing process steps is 
prima facie obvious in the absence of new or unexpected results (In re Burhans, 154 F.2d 690, 69 USPQ 330 
(CCPA 1946)). See MPEP 2144.04 IV.C 

Sambrook et al do not teach the RNA is cRNA. 

However, Wang et al teach a method of preparing a cRNA sample substantially free of 
contaminants using an RNA isolation column in the form of selective elution of cRNA a QIAGEN-tip spin 
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column and oligo(dT) chromatography (column 13, Example 1). Wang et al further teach that a single 
cRNA has the added advantage of allowing quantitation of mRNA as well as acting as a internal standard 
template for reverse transcription reactions (column 8, line 65-column 9, line 23). 

It would therefore have been obvious to a person of ordinary skill in the art at the time the 
claimed invention was made to have modified the method of preparing an RNA sample substantially free 
of contaminants as taught by Sambrook et al to prepare cRN A as taught by Wang et al with a reasonable 
expectation of success. The ordinary artisan would have been motivated to make such a modification 
because said modification would have resulted in a method of preparing a cRNA sample substantially 
free of contaminants having the added advantage of purifying an RNA that has the added advantage of 
allowing quantitation of mRNA as well as acting as a internal standard template for reverse transcription 
reactions as explicitly taught by Wang et al (column 8, line 65-column 9, line 23). 

7. Claims 2-6 are rejected under 35 U.S.C. 103(a) as being unpatentable over Sambrook et al 
(Molecular Cloning, A Laboratory Manual, 2 nd ed.. Cold Spring Harbor Laboratory Press, NY, pp. 7.12- 
7.15 and pp. 7.23-7.29 (1989)) in view of Wang et al (U.S. Patent No 5,219,727, issued 15 June 1993) as 
applied to claim 1 above, and further in view of Wang et al (U.S. Patent No. 5,906,742, issued 25 May 
1999) as evidenced by Pall Life Sciences (Bulletin #FAM-1050-C, Pall Corporation, Filterite Advanced 
Materials Division, San Diego, CA, 2002). 

It is noted that while Bulletin #FAM-1050-C, from the Pall Corporation, Filterite Advanced 
Materials' Division of San Diego, CA, is a new piece of art that has been placed on the record, it is 
provided only as evidence that the MMM membranes of the Pall corporation were constructed of PVP 
and polysulfone in 2002. 

Regarding claims 2-4, the method of claim 1 is discussed on pages 3-6 above. The Specification 
teaches that MMM membranes are available from Pall Life Sciences (page 15, paragraph 0061). Bulletin 
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#FAM-1050-C from Pall Life Sciences defines MMM membranes as asymmetric membranes composed of 
polysulfone and PVP. 

While Sambrook et al teach the column comprises a membrane (column 6, lines 52-55), Sambrook 
et al and Wang et al are silent with respect to MMM membranes. 

However, Wang et al '742 teach the use of solid phases in the form of asymmetric microfiltration 
membrane materials (Abstract, lines 1-2) comprising PVP (i.e., polyvinylpyrrolidone) co-cast with 
polysulfone (Abstract, lines 7-11) for filtering biological samples (e.g., whole blood; Abstract, lines 11-12) 
with the added advantage that the membranes are highly useful in the quick detection of components 
contained in liquid samples (Abstract, lines 14-16). 

It would therefore have been obvious to a person of ordinary skill in the art at the time the 
claimed invention was made to have modified the method comprising a membrane as taught by 
Sambrook et al and Wang et al with the membrane as taught by Wang et al '742 with a reasonable 
expectation of success. The ordinary artisan would have been motivated to make such a modification 
because such a modification would have resulted a method of preparing a cRNA sample substantially 
free of contaminants having the added advantage of allowing the quick detection of components 
contained in liquid samples as explicitly taught by Wang et al (Abstract, lines 14-16). 

Regarding claims 5-6, the method of claim 3 is discussed above. Wang et al also teach the MMM 
membrane has a pore size ranging from about 30 jam to about 40 ^m on an upper side, and wherein said 
MMM membrane hals a pore size of about 0.8 ^m on a lowers side; namely, the membrane has a pore size 
around 1.0 \im and opens to about 50 |im (column 10, line 59- column 11, line 1). In addition, the courts 
have stated where the claimed ranges "overlap or lie inside the ranged disclosed by the prior art" and 
even when the claimed ranges and prior art ranges do not overlap but are close enough that one skilled in 
the art would have expected them to have similar properties, a prima facie case of obviousness exists (see 
In re Wertheim, 541 F.2d 257, 191 USPQ 90 (CCPA 1976); In re Woodruff, 919 F.2d 1575, 16 USPQ2d 1934 
(Fed. Cir. 1990); Titanium Metals Corp. of America v. Banner, 778 F2d 775. 227 USPQ 773 (Fed. Or. 1985) (see 
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MPEP 2144.05.01). Therefore, the claimed range of a pore size ranging from about 30 ^m to about 40 
on an upper side, and wherein said MMM membrane has a pore size of about 0.8 fim on a lower side 
would have been obvious under the pore size around 1.0 that opens to about 50 jam as taught by 
Wang et al. 

8. Claims 7-9 are rejected under 35 U.S.C. 103(a) as being unpatentable over Sambrook et al 
(Molecular Cloning, A Laboratory Manual, 2 nd ed., Cold Spring Harbor Laboratory Press, NY, pp. 7.12- 
7.15 and pp. 7.23-7.29 (1989)) in view of Wang et al (U.S. Patent No 5,219,727, issued 15 June 1993) as 
applied to claim 1 above, and further in view of Waggoner (U.S. Patent No. 5,627,027, issued 6 May 1997). 

Regarding claims 7-9, the method of claim 1 is discussed on pages 3-6 above. While Wang 
teaches labeled amplified DNA (column 11, lines 59-67), neither Sambrook et al nor Wang et al teach 
labeled RNA. 

However, Waggoner teaches the labeling of RNA using fluorescent cyanine dyes (i.e., claims 8-9; 
Abstract) with the added advantage that cyanine-labeled nucleic acids help reduce non-specific binding 
to irrelevant components in a mixture (Abstract, last five lines). 

It would therefore have been obvious to a person of ordinary skill in the art at the time the 
claimed invention was made to have modified the method as taught by Sambrook et al in view of Wang 
et al with the label as taught by Waggoner with a reasonable expectation of success. The ordinary artisan 
would have been motivated to make such a modification because such a modification would have 
resulted a method of preparing a cRNA sample substantially free of contaminants having the added 
advantage of reduction of non-specific binding to irrelevant components in a mixture as explicitly taught 
by Waggoner (Abstract, last five lines). 
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Response to Arguments 

9. Applicant's arguments with respect to the previous rejections of the claims have been considered 
but are moot in view of the new ground(s) of rejection. 

Conclusion 

10. No claim is allowed. 

11. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706!07(a). Applicant is reminded of 
the extension of time policy as set forth in 37 CFR 1.136(a). 

12. A shortened statutory period for reply to this final action is set to expire THREE MONTHS from 
the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the mailing 
date of this final action and the advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing 
date of the advisory action. In no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the date of this final action. 

13. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Robert T. Crow whose telephone number is (571) 272-1113. The examiner can 
normally be reached on Monday through Friday from 8:00 am to 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ram 
Shukla can be reached on (571) 272-0735. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 
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